TS2 TS3 TS4 Fig. 1 Optimized structures of three transition states labeled as TS2, TS3 and TS4 at BHLPY/def2-TZVP theory level with D3 dispersion correction. For geometry optimization, the ball-and-stick molecules were in the QM region. The grey and red sticks stand for the active MM water molecules while the blue sticks represent the frozen MM water molecules. For Hessian analysis, the ball-and-stick molecules are still in the QM region, but all other water molecules are in the frozen MM region. 
